It has been shown that ischaemic heart disease tends to be associated with elevated levels of serum cholesterol, both in populations (Keys et al., 1958) and in individuals (Kannel et al.,. 1961) . There is also evidence that population levels of serum cholesterol are sometimes correlated with (among other characteristics) a high intake of animal fats and a relatively low intake of unsaturated vegetable oils J 955 ). Attempts to demonstrate such a correlation in individuals between customary diet and serum-cholesterol level have been unsuccessful (Morris et al., 1963) ; but the level may be altered by changes in fat intake (Ahrens et al., 1955 ;  Gordon and Brock, 1958 ; and Pilkington et al., 1960) .
From this it has seemed worth investigating the effects on ischaemic heart disease of reducing the level of serum cholesterol. Adequately controlled therapeutic trials have been reported for cholesterol-lowering hormones (Stamler et al., 1960; Oliver and Boyd, 1961) , with negative results. Nevertheless it is desirable to test the dietary hypothesis more directly. The results of prophylactic trials of this kind are unlikely to be available for some time. In the meantime it is of clinical interest to know whether patients with established ischaemic heart disease can be benefited by dietary manipulation. A simple reduction of fat intake has failed to show any benefit (Ball et al., 1964) ; but no adequately controlled " double-blind " trial of an unsaturated oil has yet been reported.
Aims
Our purpose was to study the effects of prescribing a vegetable oil and a restricted fat diet to patients with ischaemic heart disease. The primary interest was in an unsaturated oil with a cholesterol-lowering effect. But large doses of any oil may have secondary effects on diet and nutrition, so that differences between an unsaturated-oil group and a control group might be due to these secondary effects rather than to unsaturated fatty acids as such. It could, for example, be relevant that mortality from heart disease is low in Italy and Greece, whose inhabitants consume much olive oil; this oil has no major effect on serumcholesterol level, its main fatty acid (oleic acid) being only mono-unsaturated. The trial was therefore designed to study the effects not only of a more highly unsaturated oil (corn oil) but also of olive oil. It seemed likely that if any differences emerged between the olive-oil and corn-oil groups these would reflect the specific effects of polyunsaturated fatty acids.
Methods
Patients were accepted for the trial who met the following criteria. (1) Either electrocardiographic evidence of infarction (abnormal Q/QS waves, or typical serial ST/T changes) or clear history of angina of effort, meeting World Health Organization precise criteria (Rose, 1962) All patients attended a special follow-up clinic, initially at monthly intervals, and later every two months. Assessment was by standardized history, physical examination, and electrocardiography. The electrocardiograms were assessed without knowledge of the patient's treatment group. The trial was planned to cover three years' observation of each patient; but by the end of two years only one-half of the patients remained in the trial, the rest being dead, removed for reinfarction, or lost to follow-up. Consequently the results for only the first two years will be reported here.
Fears have recently been expressed, both within the profession and outside it, that clinical trials may sometimes operate against the best interests of the patients. We would like to (Henly, 1957) . This method probably gives readings that are 18 mg./100 ml. too high (G. R. Cooper, personal communication, 1964) . Because of the large variation in absolute levels between patients the results (Table  IV) by the E.C.G. changes specified in (3) or (4), or sudden worsening of angina of effort. were performed on those patients still
The first four of these categories are classed as "major cardiac second year of follow-up, using a selfevents," and patients developing them were withdrawn from the ry (Keen and Rose, 1958 The trial has been analysed in six-month periods (Table V) . The state of the groups at the end of each period has been given as the number of patients still in the trial and free of any " major cardiac event," expressed as a percentage of the total number in the trial at that point-that is, the number of starters less those removed for non-cardiac complications or lost to follow-up. At two years the proportion of patients remaining free of major cardiac events is greater for the control group (75%) than for the two oil groups (olive oil 57%, corn oil 52%). The likelihood that the difference between the control and corn-oil groups was due to chance is 0.05-0.1 (S.E. of difference, + 13 %). Among those patients who were followed for a third year no new trend emerged.
Conclusion
The aim of the trial was not to duplicate the many carefully regulated laboratory studies of the effects of unsaturated oils on serum cholesterol. Rather was it aimed to study the feasibility and possible value of such regimes in a typical group of hospital coronary patients. Among such persons, and especially where treatment is prolonged, it is inevitable that some will comply incompletely or not at all. We estimated that initially the patients in the two oil groups took on average about 90% of the prescribed 80 g./day; but after a year the estimated average intake fell to around 60% of the ideal. As a result the differences in serum-cholesterol levels between the two oil groups are less than would be predicted theoretically, although still highly significant. Such limitations may be unavoidable in a clinical trial of a rather unpleasant regime.
The patients receiving the key treatment (corn oil) fared worse than those in the other two groups: two years from the start of treatment infarction or death had occurred in onequarter more of the corn-oil than of the control group. This difference closely approaches the conventional significance level (0.1>P>0.05). The probability that a true difference of the same magnitude but in the other direction may have been missed by chance is less than 1 in 1,000. It is concluded that under the circumstances of this trial corn oil cannot be recommended as a treatment of ischaemic heart disease. It is most unlikely to be beneficial, and it is possibly harmful.
Summary
Eighty patients with ischaemic heart disease were allocated randomly to three treatment groups. The first was a control group. The second received a supplement of olive oil with restriction of animal fat. The third received corn oil with restriction of animal fat. The serum-cholesterol levels fell in the corn-oil group, but by the end of two years the proportions of patients remaining alive and free of reinfarction (fatal or non-fatal) were 75 %, 57 %, and 52 % in the three groups respectively. The likelihood that the worse experience of the patients treated with corn oil was due to chance alone was 0.05-0.1. The likelihood that the trial failed by chance to detect a true and important benefit from corn oil was extremely remote. It is concluded that under the circumstances of this trial corn oil cannot be recommended in the treatment of ischaemic heart disease.
The remarkable potential of carcinomas of the bronchus to produce endocrine disorders, such as Cushing's syndrome (Brown, 1928), hyponatraemia (Winkler and Crankshaw, 1938) , gynaecomastia (Hardy, 1960) , and hypercalcaemia (Connor et al., 1956) , is now well recognized. The most recent addition to this group of disorders is the carcinoid syndrome, and this is known to be associated with 5-hydroxytryptamine (5-H.T.) secretion (Williams and Azzopardi, 1960) and also with 5-hydroxytryptophan (5-H.T.P.) secretion (Gowenlock et al., 1964 ). However, 5-H.T. and its metabolites are probably not the direct mediators of carcinoid flushes, and the release of a kinin peptide from the tumour has recently been suggested as responsible (Oates et al., 1964) .
We recently had the opportunity to study 5-H.T. metabolism and kinins in a patient with many features of the carcinoid syndrome who was ultimately shown to have an oat-cell carcinoma of the bronchus. As this association has only rarely been recognized and our ignorance of the mechanism responsible for the flushing in the carcinoid syndrome continues, it was thought that our investigations of a single patient would be of sufficient interest to justify a case report.
Case Report A bus-conductor aged 43 was admitted to hospital with a history of upper abdominal discomfort, nausea, anorexia, and loss of weight for the previous three months; during the month preceding admis-
